A 1-mm spot size was then used, and 4 passes were performed in each session. The emission time was 50 to 60 milliseconds and the off time was 70 milliseconds, with 7.7 to 8.3 pulses per second. The end point was erythema and a slight graying of the lesions. A colorless ultrasonic gel was applied directly to the skin before laser treatment. Evaluation was conducted using standardized photographs (VISIA-CR; Canfield Scientific) by two of us (H.M. and F.B.) who were masked to the treatment applied on each side of the face. The treatments' effectiveness was assessed using the Melasma Area and Severity Index (MASI) score for each hemiface. Follow-up visits were conducted at 3 and 6 months. The main evaluation criterion was the patient's MASI score 6 months after the end of treatment. Laser confocal microscopy (VivaScope; MAVIG) was used to evaluate the evolution of the lesions that were treated between the baseline visit and 6 months after the end of the treatment. Effectiveness and tolerance (according to the patient) were assessed at the end of the study using visual analog scales graded from 0 to 10.
Results | Twenty patients with melasma were included. One was excluded for pregnancy and 3 were unavailable for follow-up ( Figure) . The patients (17 women and 3 men) had a mean (SD) age of 38.4 (6.2) years (range, 30-53 years) and had had melasma for a mean (SD) of 5.6 (3.4) years (range, 0.5-10.9 years). Three patients had skin type II; 10, type III; and 7, type IV. To treat melasma previously, 16 patients had used a cosmetic bleaching agent; 14, Kligman formula combination cream; and 4, laser. Seven patients had melasma on the forehead; 12 on the cheeks; and 1 on the upper lip. Before treatment, the hemifaces randomized to be treated with laser had a mean (SD) MASI score of 7.91 (5.17); those randomized to continue treatment with Kligman formula combination cream had a mean (SD) score of 7.52 (4.14).
At the end of treatment, the topical cream resulted in a greater decrease in the MASI score compared with the laser treatment (P = .006). The MASI score at 6 months was comparable with the score at the beginning of the study in both groups; no significant difference was observed between the 2 groups (Table) . No difference could be found when results were analyzed according to the localization and duration of the melasma (P > .99 and P = .87, respectively). An increased vascuSupplemental content at jamadermatology.com larization was noted on the melasma lesions at baseline compared with perilesional skin using VISIA-CR RBX Red subsurface analysis and laser confocal microscopy. However, no decrease in vascularization was observed on the laser-treated side between the baseline and posttreatment visits. At the final visit, no changes in vascularization were noted between the 2 sides. No scarring or postinflammatory hyperpigmentation was noted.
Discussion | Our results show that Kligman formula combination cream is more effective than the copper bromide laser for treating melasma. At the 6-month follow-up, no difference was observed between the 2 approaches and, in both cases, the MASI scores were similar to those observed before treatment. Neither procedure prevented relapse despite the use of sunscreen in all the patients. The lack of changes in vascularization observed via both RBX Red subsurface analysis and laser confocal microscopy between the topical cream-and laser-treated groups suggests that the copper bromide laser did not effectively target the vascular component of melasma. These results show that Kligman formula combination cream remains the most effective treatment for melasma and show the crucial need for prospective randomized studies with long-term follow-up, compared with Kligman formula combination cream, to confirm the effectiveness of any new approach in treating melasma. 
Houda Hammami

Topical Drug Innovation From 2000 Through 2014
Topical medications account for $2.6 billion in yearly overthe-counter spending, 1 while the total dermatology prescription market exceeds $22 billion per year. 2 However, the state of innovation surrounding topical medications, a class of therapeutics most used by dermatologists, remains poorly understood.
Methods | The US Food and Drug Administration's database 3 was mined for topical approvals designed for local action on skin, hair, nails, and mucosal surfaces from January 1, 2000, through December 31, 2014. Using solely publicly available data, this study is exempt from institutional review board approval at Presence Saint Joseph Hospital. Tentative approvals, supplements, and generic approvals were excluded. Transdermal, ocular, intrainhalational, and intranasal products were also excluded. Approvals were classified by the US Food and Drug Administration designation (standard, priority, and orphan) and class (analgesics, anti-infective agents, anti-inflammatories, immunomodulators and chemotherapeutics, retinoids, corticosteroids, and others). The time of approval was determined from 
